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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 16 October 2009 has been entered. 

Status of the Claims 

Claims 5-6, 9, 14-15, 21-45, and 68-69 are cancelled. Claims 1-4, 7-8, 10-13, 16-20 and 
46-52 are withdrawn from further consideration. Claims 53-67 and 70-72 are pending further 
prosecution on the merits. 

Formal Matters 

Upon further consideration of the Bibliography Data sheet dated 19 October 2009, the 
limitation drawn to preservative-free does not get the filing date of 5/10/2000 attributed to 
application 09/569125. Nor does the limitation get the filing date of the USPN 6,610,271 
because neither the application nor patent aforementioned disclose the limitation drawn to 
preservative-free. The claim set submitted 25 August 2003 is recorded as the initial claim set to 
include the limitation, "preservative free". Thus, the limitation "preservative-free" gets the filing 
date of 25 August 2003 instead of 10 May 2000 or 20 February 2001 . 



Application/Control Number: 10/647,789 Page 3 

Art Unit: 1617 

Response to Arguments 

Applicants Remarks filed on 16 October 2009 have been acknowledged and duly made of 

record. 

Applicant's arguments see Remarks, filed 16 October 2009, with respect to 35 U.S.C. § 
103(a) rejection have been fully considered and are persuasive. The previous 103(a) rejection of 
16 April 2009 has been withdrawn. 

Rejections not reiterated from previous Office Actions are hereby withdrawn. The 
following rejections are either reiterated or newly applied. They constitute the complete set 
presently being applied to the instant application. 

Claim Rejections- 35 U.S.C. 103(a) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

Claims 53-59 and 62-67, 70, and 71 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Levin, B. (PGPUB US 2001/0004644 Al) and Hansen et al. (USPN 
5,179,079) in view of Aliverti et al, (USPN 5,183,802), Midha (USPN 6,127,385), and 
Shahinian (USPGPUB 2002/0061340). 

Levin teaches methods comprising intranasally administering to the patient a 
pharmaceutical composition comprising a local anesthetic. Levin further discloses butorphanol 
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tartrate for use in intranasal device for muscular headaches (page 2, section [0018]; page 21, 
section [0200]; page 39, claim 24). 

Levin teaches administration of butorphanol tartrate aqueous formulation in an intranasal 

device which is obvious over instant claim 53 which teaches a pharmaceutical composition 

comprising an effective amount of an opioid. 

Levin does not teach a buffering agent, aqueous diluent, masking agent or sucrose to be 
administered in the intranasal formulation. 

However, Hansen et al. resolves the deficiency in Levin by teaching in column 4 at lines 
8-29, [t]he preparation of this invention may be liquid, e.g. adapted for administration as a 
spray or a solid, e.g. a powder acceptable for snuffing. Liquid preparations, such as those 
based on aqueous formulations, will usually include ancillary agents, for example a pH- 
buffering system, preferably a HIS such as phosphate, citrate or acetate buffers, a 
preservative and an osmotic pressure controlling agent, e.g. glycerol or sodium chloride. 
Powder formulations may contain the pharmaceutically active agent and the absorption 
enhancing system in admixture with nasally acceptable powdery diluents or mixtures thereof, 
e.g. cellulose or derivatives thereof, for example cellulose ethers or sodium 
carboxymethylcellulose, starch, a long chain fatty acid or a |f| thereof, e.g. aluminum 
stearate, an organic polymer, e.g. of an acrylic acid derivative or inorganic vehicles, such as 
talc or diatomaceous earth. Supplementary addition of US -absorbing polymers, for 
example polyethylene glycol or polyvinyl pyrrolidone may be desirable to improve adhesion 
of the powder formulation to the fSlllsl mucosa. 
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Further, Hansen et al. meets the limitation in the claims drawn to an aqueous diluent by 
teaching water in column 4 at lines 30-3 1 . 

Still further, Hansen et al. is obvious over the scope and content of the claimed invention 
by teaching in column 5 at lines 35-44 that [t]he preparations of this invention may be used 
in any dosage dispensing IBBS adapted for intranasal administration. The should be 

constructed with a view to ascertaining optimum metering accuracy and compatibility of its 
constructive elements, such as container, valve and actuator with the Hffll formulation and 
could be based on a mechanical pump system, e.g. that of a metered-dose nebulizer, or on a 
pressurized aerosol system. 

Hansen et al. does not teach sucrose. 

However, Aliverti et al. resolves the deficiency in Hansen et al. by teaching intranasal 
formulations containing sucrose in column 16 at lines 60-61, Table 19 at line 54 
(specifically) in a suitable intranasal formulation. 

The mere propensity that sucrose would be incorporated into a nasal formulation 
reasonably suggests that this component would reasonably be incorporated into the nasal 
formulation of the claimed invention. The fact that Hansen contemplates and discloses this 
component in an intranasal formulation regardless of the active ingredient sufficiently 
suggests obviousness over the claimed invention in view of claim 72. 

The formulations of Examples 53 and 54 are prepared by mixing together the IIBIIBH the 
mannitol and the lactose. The resulting mixture is wetted with an aqueous solution of 
elcatonin, granulated through a stainless steel screen and dried under vacuum. The dried 
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granules are mixed with ammonium glycyrrhizinate, carbopol and polyethylene glycol and 
then compressed into tablets of 150 mg each. 

Aliverti et al. does not teach a sweetening agent in the intranasal formulation. However, 
Midha et al. resolves the deficiency in Aliverti by teaching a nasal formulation containing 
[active agent] dissolved in aqueous or non-aqueous solvent, an antioxidant and aromatic oils 
as flavoring agents (column 4, lines 59 to 63). In instant claim 61, aromatic oils are disclosed 
as rosemary oil, spearmint oil, thyme oil, etc. Instant claim 72 specifically discloses sucrose, 
but Midha et al. does not teach sucrose. 

Midha et al. doe not teach the limitation of "prcscrvative-frce". 

However, Shahinian teaches in the abstract a self-preserved nasal, inhalable and topical 
ophthalmic preparation and medications which destroy, inhibit or therapeutically 
significantly limit microbial growth within said preparations or medications. The nasal, 
inhalable, and topical ophthalmic preparations and medications are mildly buffered and maintain 
a stable pH at pH 3.5 or lower. 

Shahinian teaches in paragraph 7 that it would be desirable to have available ^^^^^^ B 
IM preparations and medications suitable for topical, mucosal and inhalation use that could be 
stored in multi-dose containers without risk of microbial contamination. 

Thus, Shanhinian adequately makes the claimed invention obvious by teaching the benefits 
of a self-preserving nasal formulation in the absence of a well-established preservative BAK. 
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Thus, it would have been prima facie obvious to combine the butorphanol tartrate 
aqueous formulation of Levin with the intranasal device, buffering agents, aqueous diluents, 
etc. of Hansen et al. Aliverti et al. is combined with Hansen in obviousness over claim 72 
which is drawn to sucrose. Midha provides the motivation based upon the sweetening agent. 
Shahinian teaches reasoning as to why the one of skill would not incorporate a preservative 
of any sort into an intranasal formulation. Thus, the scope and content of the claimed 
invention are suitably made obvious by the references supra 

The differences in the prior art and the claims at issue are drawn to the limitation in 53 
drawn to a preservative-free pharmaceutical composition. As addressed supra, applicants' 
limitation drawn to preservative-free is adequately addressed by Shahinian in the absence of 
the other references addressing the said limitation. 

The objective evidence of obviousness is determined to be adequately addressed by 
Levin, Hansen, and Aliverti teaching inventions directed to intranasal inhibitors. Shahinian 
overcomes the limitation drawn to preservative-free and explains why it would be beneficial 
due to the lower incident of toxicity with well-established preservatives. Hansen et al. teach 
the exemplification of an intranasal device that reasonably encompasses all limitations in the 
claims drawn to the intended use of an intranasal device as far as optimal actuation. Aliverti 
et al. contain embodiments drawn to the same aqueous intranasal formulation of Hansen but 
with sucrose. Thus, objective evidence points ponderously in the direction of obviousness 
over the claimed invention. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TIMOTHY E. BETTON whose telephone number is (571)272- 
9922. The examiner can normally be reached on Monday-Friday 8:30a - 5:00p. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

TEB 

/Yong S. Chong/ 

Primary Examiner, Art Unit 1627 



